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(57) Abstract 

The present invention relates to compositions and methods for reducing cholesterolemia and rts effects. More specifically,' the 
invention is directed, in one embodiment, to methods for screening for compounds that affect cholesterol levels generally, and in 
particular, that affect the absorption of cholesterol. The invention also is directed to methods of screening for compounds that 
increase bile acid synthesis. In so doing, the inventors describe useful transgenic cells and animals which lack one or both 
alleles of the LXR'alpha' gene. Also provided are therapeutic methods designed to reduce cholesterol levels in suitable subjects. 
The reduction may be effected by decreasing cholesterol absorption, increasing bile acid synthesis, or combinations thereof. 
Particularly useful in decreasing cholesterol absorption are RXR agonists, for example, rexinoid compounds. Therapeutic 
intervention in cholesterol biosynthesis and diet are additional adjunct therapies. In addition, the present invention relates to 
candidate compounds that modulate the expression of ABC-1 in a cell that expresses RXR. Methods of identifying and making a 
modulator of ABC-1 are disclosed. 

(57) Abrege 

La presente invention concerne des compositions et des techniques de reduction de la cholesteroiemie et de ses effets. Plus 
specrftquement, I'invention concerne, dans un mode de realisation, des techniques de selection de composes qui affectent les taux 
de cholesterol en general, et en particulier, I'absorption de cholesterol. L'invention porte egalement sur des techniques de 
selection de composes qui augmentent la synthase acide biliaire. L'invention porte ainsi sur les cellules et les animaux 
transgeniques utiles manquant d'un ou des deux alleles du gene LXR'alpha*. L'invention se rapporte en outre a des techniques 
ttterapeutiques destinees a faire baisser les taux de cholesterol chez des sujets indiques. Cette baisse peut se produire grace a 
une reduction de I'absorption de cholesterol, a une augmentation de la synthase acide biliaire ou a une combinaison des deux. Les 
agonistes RXR, par exemple les composes rexinoTdes, sont particulierement utiles dans la reduction de I'absorption de 
cholesterol. L'intervention trterapeutique dans la biosynthese de cholesterol et un regime sont des therapies additionnelles 
compiementaires. De plus, la presente invention concerne des composes candidats modulant ('expression de ABC-1 dans une 
cellule qui exprime un RXR. L'invention presente enfin des techniques ^identification et de creation d'un modulateur de ABC-1 
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(57) Abstract 



The present invention relates to compositions and methods for reducing cholesterolemia and its effects. More specifically, the invention 
is directed, in one embodiment, to methods for screening for compounds that affect cholesterol levels generally, and in particular, that affect 
the absorption of cholesterol. The invention also is directed to methods of screening for compounds that increase bile acid synthesis. In 
so doing, the inventors describe useful transgenic cells and animals which lack one or both alleles of the LXRa gene. Also provided are 
therapeutic methods designed to reduce cholesterol levels in suitable subjects. The reduction may be effected by decreasing cholesterol 
absorption, increasing bile acid synthesis, or combinations thereof. Particularly useful in decreasing cholesterol absorption are RXR agonists, 
for example, rexinoid compounds. Therapeutic intervention in cholesterol biosynthesis and diet are additional adjunct therapies. In addition, 
the present invention relates to candidate compounds that modulate the expression of ABC-1 in a cell that expresses RXR. Methods of 
identifying and making a modulator of ABC-1 are disclosed. 
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Box I Obaorvationa wtwi certain claims wars found unssa/cnatols (Continuation of Item 1 of first shoot) 
This International Search Report ho not been established in respect of certain damn* under Artide 1 7(2X«) for the following reasons: 
1. [~~| CUimsNoe: 

because th«y relate to subject matter not required to be Marched by thn Authority, namely: 



2. ["J Oaims Nos.: 

bKiuM they relate to parte of the International Appioation that do not oompty with the prescribed reqiareroecits to such 
an extant that no meantngkJ International Saaroh can be earned out ipeorfcarly 



3. CuwneNca.: 

because they are dependant daima and are not drafted in accordance wrth the aeoond and third sentanoes or Rule 6.4{a). 

Box II Observations where unity of Invention Is lacking (Continuation of Item 2 of fkst shoot) 
Thia International Searohing Authority found muibple riven bone in this international appioation, aa tolowa: 



1 . I I Aa al required additonal search fee* were timely paid by the appiioartt, thia International Search Report covers al 
I ' seasonable daimt. 

2. I As mH search abia daims ooukJ be searched without effort justifying an additional fee, this Authority did not invite payment 
' 1 or any addtional lee. 



3. I | As only some of the required addtionat search fees were timeHy paid by the applicant, thia international Search Report 
I— ' oovers onfy those dams for which fees were paid, spectncelty daims Mot. : 



I y I No required additional search fees were timery paid by the applicant Consequently, this Intemationai Search Report is 
restnoted to the invention Vat mentioned in the d*ma; it m oovered by daims Noa.: 

1-14, 21-29, 44-45 
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j j The additional search fees ware accompanied by the appocanfs protest 
| | No protest accompanied the payment of additional search tees. 
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



1. Claims: 1-14 21-29 44-45 

A non human transgenic manmal, the cells of which comprise 
at least one non functional endogenous URalpha allele; 
methods for screening a candidate substance using said 
mammal; a transgenic cell which comprises at least one non 
functional endogenous LXRalpha alleles; 



2. Claims: 15-20 

A method for screening an RXR agonist or LXRalpha agonist 
candidate substance for the ability to increase bile acid 
synthesis comprising : 

a) providing a cell ; 

b) contacting said cell with said candidate substance; and 

c) monitoring a bile acid-related phenotype of said cell 
as far as not covered by the previous subject; 



3. Claims: 30-33 46-47 

A method for screening a rexinoid for the ability to inhibit 
cholesterol absorption by an intestinal cell comprising : 

a) providing an intestinal cell; 

b) treating said cell with said rexinoid; and 

c) monitoring cholesterol absorption by said cell 
as far as not covered by the previous subjects; 



4. Claims: 34-43 

A method of reducing cholesterol levels in a mammal 
comprising the step of treating said mammal with an RXR 
agonist; a method for inhibiting cholesterol absorption in a 
mammal comprising the step of treating said mammal with an 
RXR agonist; 



5. Claims: 48-58 

A method of screening for a modulator of ABC1 expression 
comprising : 

a) providing a cell expressing an RXR; 

b) contacting said cell with said rexinoid and candidate 
substance; and 

c) determining the expression of ABC1 in said cell; 
as far as not covered by the previous subjects; 
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